espacenet Bibliographic data 


Page 1 of 1 


FLUOROALKOXY-SU BSTITOTED BEMZA^IDES AMD THEIR USE AS 
CYCLIC NUCLEOTIDE PHOSPHODIESTERASE INHIBITORS 


PubikatiQf) number: JP3512041 (T) 
PubiicatioR date: 1996-12-17 
Invefitor<s): 
Applicants): 
Classification: 
- international: 


A61K31/165; A61K31/16S; A61K31/167; A61K31/44; 
A61P11/00; AS1P17/00;AS1P37 
C0?C?.35/$$: €070213/75- AS1K31/165; A61K31/166; 
A61K31/167; A61K31/44: A61P11/00: A61P17/00: A6 !P37/iiO: 
A61P43/00; C07C231/00; C07C235/00; C07D213/00; (IPC! ■ 
7): A61K31/165: A61K31/44; C07C231/02; C07C235/56; 
C07D2 13/75 


Also pubiished 

J - O^/'l 

1 US5712298 
B! SK161795 (A3; 
SK283263 (B6) 


Application numbei i 
Priority numfoer(s): 


Aoanact no; available for JP 30 12041 (! ; 
Abstract of corresponding document: WO 9501 338 (A1) 
Compounds of formula (I), in which one of ihe 
ubt ipii.;R; -i" > 
aikoxy, 3-7C-cycloaii 

h w>,k i y f i o 1 

4„ ill oxi c 


sr phen; 


:hfioc,io:T:e:hvi. 1-H3-alkvl or 1 -iC-ohoxv. R33 
stands for hydrog 

alkoxy R34smi. i ilogen, cvano, 

carboxyl, 1-4C-aikyl, 1-4C-alkoxy, 1-4C- 
alkoxycarbonyl or amino p , 
halogen, amino or 1 -4C-aikyl; R3fi stands for 
hydrogen or halogen, and - , v x i, 
n ! i xi» r I ^ i > u t if '» 

effective bronchofflerapeutic drugs. 


I 

f 


ippiied from the espacsnef database — - Worldwide 


http \ j l on! )eta i i s/1siblio?DB=EPODOC&adjacen1?=true&locale=en_EP&FT=D.. , 4/14/2010 


AA^r - 


> a # IT : i 


ABF 
A ED 


mT~~m 

- 4 C 

MM - AC 


m mnimB; 
a mm mm 

aaaaaaaa 


s.ss;K.i;:v ... :>o;>;«v 

mm mmnmi 

PCT/KP9 4/0 SSSI 
WO 8 5/0 1338 


AAAAAAAAi: AAA (Css) 
i si S EP( k i\ BE C H, DE, 

)K ES. P S G8 &K. IE, II LU M 
NL, PT. SB), AO, BO, BY, CA, C 
M, €£< Fl, HU, J P< Kfe, ;VV\ NO, NZ 
PL. SO, RU, SI, SK, UA, US 

| - s-O - A g 


^m : ¥8 5 12041 


COVC 235/56 

AS iK -dUm A.B P 

35/44 AKD 

c;ViC mm 

I5I;S AAA' AAASAA A 


(A 4 


AASMA hAfA A/IA'A -A-AA-A fcx-S 
if** 7v/'J-^ AlA; A-rR ;• 
vAvh AAvA >AAA !\yy>? 
\ ; s . g > m i A? 

> a e f i> ■■■■ 9)W :- v.x h gf—fe 

mmm a o ? # jw» r . ^ - * - 

A-r aaaAAAA ;>--AAe aaaa 
As A , A ysS-'^x-":!? 5:8 

( of^MA a a m mm w 2$) 


RAA4RAR :v j, - >■ ;?;iv?:*yi7 ■ R^AAA: 5 

.H-,:; -^A AAA U R 3 4 A\ i- !-i:?-Av 


3 3 A A T it A, A A A: .7 x ,r.,A A A R 3 -4 . R 3 A 
Si ;i > AAK 3 7 :7A- RfARAAA^J ;-7|*A 


0 . C > - A A A AA: i*A' A 7 3 is. A* AAau 
i R \ - \ -A J -m.*.'; o A 

Aj AAAAiA ^ x 


IK A K CI) 

ra - y x rs 
, AA3 a; iaa : as AA3 a ta aj tp 

7 r- ^ AA3 R 3 4 , R3 5, R 3 6 &T$ R. 3 7 JC ,1: o TiA $ tlfe 3 3 333% 


TA VI l > i ' A: ^ 

;toA A C3 A3 33l :.:i >■ ?u 


m iwtfn-s 1 20 

R 3 6 a , nr^ > g f; (.... x ^-o 
C)fta«l> C «»«MrJ IC If - v ; >0 M 3- 7 i, Y--Ri0 : tOm, 

2. i:s WV> ^ ! . 

c , >■■ 3 vj 7 a k ... > > 3-3 v > < a kmmmmmc mmic s: 

t> u ■&? 

< 3 5 5 R 3 6 l&iJr R. 3 

m s torn* 


iAl htii T H -5 I 2 1 

,3 i 3)f3&33 CiDitmmmrrnc S?y<D.N •> F 3H33«,, 

R , \ 

(3 - :., 3 h3^ , A;4;/k-i*yxat«XS«^l|C|t!a 

•> r§?M£ f tfe c = - c : •••• r ;ia i > 

R 2it "3 '3 /,i i:% 333-^M3c -3 - C jf. ! $u? * A 3 3-V- >3373h.. #o 
R : ; a , y , .-. * 3 v ,• ' , 3 3 1. R 3 3 \ a R 3 3 : ' Tii it 3 1 i 
? r ? v i k n 3\ - 

R 3 lit, t K«*H\ ad¥>, ^TA 3j/33t3^k b U X 
ft/K C i - C i •••• 7;k ; ^K C i ~ C ■■■ •••• Til -^^ v\ c »~C< •••• Tib n -r- > * ry 

, 7 5. / T~ / -I?™ € . - € ■« 7 )P*}vT 3 / %® C • - G , ~~ J-bfyiVk 
;3fc;l7'3/*»b, 

R3 2«; liFd^K /<o^>fv 7^/ 


R 3 7. 7x^k eii y/U, R 3 1 , R 3 3 :7C7oTi3j777l7 

. ^ v ^ 7^ ; . , 

R3m, t* pu7-7, Aur>, 3 77. iny 

KU777773^k C, - C i Tfr&U, C ; - € « T}Vzt*»>. s 

£ » - Cu - 77-::? 7 7* C * ^ C , - 7 7 7, C » - C « - 
7;v-1 v * c - \ t * mi 1 7< 1 : 

:m c , - c , -y^MikM^ivr § / u 

R 3 'vy^s i'F'-3 7£/, hVy> Til i C 

: - C , -- V7 7 >v» C . - C , - 7 ;l- 7 p &mty L , 

R 3 3 v , /K-77 / - P 7 >- . C : - C * - < v C i - C * - " < 7- 7' 

3 4 7\ t: Fa77, /^pt>\ 77 / 1 i,, ( 
43*k (7 -77 V7i-:::i7->% f -C, •••• 7 7 n 7 7 7 7 7.:;- n 77 f 3 3 7: 7 

fct. 


C* - -j ■ i>a - s ( 7 \ 1 \ %M 

R 3 5 liv *<:$3 Mti ( 
R 3 7 f3 , ' \ ; - - a r > % „ ^ 1' 

R f,t \ x;j r 3 . 

0 1,, 

R 3 37 C > - C > 77 a 7.77/3 3 R3 :., 7 7 v.- >7-77' 77. 


R 3 ^ 7x~;k ; , R 3 i , R 3 3 \ R 3 3 3:3: 


R 3 i b F r i -V > . /xu r y v : 


* j eg p '< y s « -c f;i * /! <ui - * t i 

$nm C i) - v I I k: I . 

6L, fro 


R 3 3 U , fJ::. •■' a ¥' ;.. , (; ; • • r , T ■■[•■ .-V 3- ,(Ci 
R 3 5 a , ^13x3» •■' n a ¥ > e&v- u , 

8, IfUlKllf^ :::vl3 


7x>- 3 33.3x3 


R 3 5, H 3 6 3333R 3 7 3X3 - 


^UX > N (.3-3: 1 3-X- V;j 


• P v 1 > . C . •• <X ■■■■ 7 ,'!/■■ 


? r ? v i k n 15, K3i>\ ^ n 

R3 HI, nof>^ S/TA C : 

m T; 3 ?V C - ( to I - «^.t -T> "-rv I * 


7x::.?kx;i R 3 -4, R 3 5, R3 6 MR 


•» 2 & , /k m .. - ■ p ¥ > , c : • c ; 7 )iA : -fi m c 


r 3 > t < 3\i: ^p 'f: i Wt?\ > 

R < ' 

i% I 3>ih#t3 cOitm*Ms :+X> L. > .ycRR 3-33 KSlf^^i 

r ... ^ x3 1 { *m ; 3 , c«»£*ifcc -c r;i - 

R C?-M : 1 i t < ^ x i M * 1 * 

R 3U3 "/ 3 ^ 3: 3 333 N R 3 1 , R 3 2 lk r JR 3 3 R ^331333 
v s R : 3 h 3 o 3 >R . 3 , . 

R3 3R 'm 3.: : ••■ \ 33,333:! ?k C C "'3 i < . c 


?l -3 ?V R.i i C - C 
R/l- -t- ?!••■• x 33 C : C 


I bflU 4 


5 v ; 7Di.,;fU K 2 -f/t-\ 2, 3, 5, 6 

a,?! 2 , > >*V;l- t;l >: v K 5 2 

: e u v n : 1 : 1 tf v < r m 

mM , £ T tilt e ^ C ; - C * 7' ;l .-" t . 

2. 6 mum--- 4 X h *!stifr&ZW 

2 §-^tfoy^?V\ 2: 6. 

•~*-*r/K 3 i^y F 2 -f /L-v 2 

■^yul^'j K 2 2, 3,. 5, 6 -f'V 

, 3 &WI 2 , 5, 6 fy 

3, o - - i 


mm 2 , 


K C - C 


4 OVM 


r nt> * n - yum 


4 MX X ; Xf2.X 


i.r.;i . 4 PYS 2 -7/ 

'v4,'i/U'/.-;.;vk 2, 6 i 


4 



y ;l- t P T }l :.} fr |& ! #i£k * V XT 

xxf7 mvrmitjyco^emi 

■ y mm 

ymmi, : . > p , t . c , . \. ^ * v • ; ^ £ yy, »myx? 
y ynyyyjyymwyjyyyj' y \- i-myytynyyyy 
yyyjyyyiy 

mmm-mmo cmmm-mm) 9 •>/ 2. 9 e 1 pppifippp^ pdh m 

yiymyytyyyxy p ppspppp ■iui^ < iiifffmwo cra*fff 

IliD 9 3/2 5 5 1 7 WP|P ; PP PpK^P 0 lt, -pipit 

9 4 y 0 2 4 6 5 mm my , c • a m p x & xx.p f 5- im r.> v r n p <m. 

t XT, p . 9 ipjPj icipl - ^ \ s v \ s * P , < \ x P PP) a 

i t < pi a -i&itfty &t fry* frx^-i/mi$vH&&, xxxiAywxtiy^ 

PiTT, P-PSHpxppnpii^ P; i ' 


0 


ix-yyym 


x. /I- X ;1 R 3 4 , R 3 5, R 3 5 1> R 3 7 3: .3 v, X W Ic ft ft 3; 0 ; 3-3:3, 

R3.N3 3. Fa*y, MU* ¥ >% 3T3 frmW^jK h 3 7/N\* 3 3-/3 
,\ C ~( '*'!3'3 ^ 3 f-A H < ( '> 

•3 x * >> ~ s ? m • 

o i& kFP^; , vo^ 73 3 iyfrs£/l* f-/k 3, * 
3 r>M-<LX3U « ( r/t -< I S/£ vM. 
R3 #s s if: ( , -c 7/t * ! l SIC -e V? I - I 

43 U 

R 3 4 Us k 3:.^v\ Aafy, i^7V, /j;M^^k (3 -(3 T./Mvl' 

s C : - C 4 •- T C i - C * XX :j X- 3-37 3/R.vi 7 3 3 I, 

E3S33, 33*. Mfif^ v 73/.X&C; ~& Tfc%mm>U 

R 3 (33 : 333x(:3'M : v .-'3: fthl , /ro 


R 3 6U, fcMM&s^t-'fs&i&jl-- 


■■ > -7 U /" /L---.-'. ■'•">'" >' V7-R O 


R 2 b 


/l-\>' !• 'V- v ?<( rS >•• v VJ -"x > >i< /■ b-ri i/' flf 


:::.•/ ;|, ^ v> >< f - vVM&Wnf *o n £ ,. 


? "P2.,-- 4 t/M-r> 5 -- i: Fn-r y7;; 

2, 5 > 5 UJiy }l, 2, 4, 6 } 


s 2 h 0 -yji^jp-A 


:: L, V. M 4. if. M- 3 . 5 - 4- : " 7 u 4, e y F --- 4 -f/K 2, 6 


F ■- 3 f A- , 3 7 u /V >£ U F 2 •••• f ?i- , 3 ? n 14 9 K 4 - 

H 4 -■- -f 2 , B F— 3 


3 2d/4 - • ; 


.4;. 4 41 § r'.yh- 4j 4 4 X^ffl 4 444 i 4)4441 444> 4 Ri4 
#cOWW 4.f44>, '444:4:4, J4 : t414Mlti c;0;^%44 


4^4i4>4>4: L,t4 '4jTi4 , ft., 444444. 44i44<;tit MB., K 

ft, $i#4 ^x>4il % I) :44,o 44t, '44444444, 2 (A 4. Fp -4 -"4;/ y 

-f 4 4 : v v \ ' ; 


^ !i;,r.444 : 


i. ,WR2« C l~-C« • T;Vn4--> x C* -Co y:?P:^la 

W II i ! C * 

R 3iA 7xr.;K Ifi^Vk fi : 3 i, R 3 2 2&tf R 3- 3l£ <£ o TtlJt gfrifz.? 
i h %m 3 I, R 3 5 R 3 <> ^r, i . x ' *t\ i 

R * /> & -v»r, v cm, - v 4 \- - ^ 

R <!, >h k >M<V\ , c - i, 7/ 1/ StfiC * C rta#.;vl 
'^ : b U 

R ^ ' x * rn 


— Co >''?n:r./l-::i 


>' , C - C ■ "' 3' -V u 3.'3V3 ^ 3 3- 3" , • > 3- ;7 3, 3" 3=- + s 31 ■ s » N 

R 3 >\ y x 1 , 3 3 - , 3 . . R 3 3 , R 3 3 , Xt»i3 v 
*>U com, 

R3 .! &, >'7A 3xki33>x. C3 - C , - T 3 4/1 -. ( -l. 

-7>t H43 ( - C » - T 4 ' - -r : V A :k ' ?l » t . 

RS ^, llsa ^d^X C>H 7 I sCUCI I : 

33 V L ^ 

R 3&, C Hi ' r ~i 7/1 

33b L . 

R i& > p 33 vii ^ 7/M i m 


k 3 7 3L 3<^x3tMa73 €#t33 ii3!. i 
v * * * ^ 3 3 ^ ^ , I *\ ^ 

k r mcmi fc >ri$ #m e -c, 7 

3- > R 2. &€ , - C s 3- 3 p v 4->^3m33 { 33H33i!t3f 3 3i f 

W3;X3, 33t»# b 333: 1 33i'3 r : 333;3 , 3x3, 
R 133 ^m:iiU^yimzmi^r>XMmnf;:X i ^C^ 7;lx4- v^MV 

R - b-3 fr % <UZ 

Jilik C; — (3:, ■■■■73.*k3#-3--', C3-C3. ^• / /n7.^3+:y v c,-~C* 

o73A\3,3 3 _ V ; X- : K31 3 A \ - ' , . . ' • ' 

tlftC : - ("3 7"3- :..i3- 3-33 33X I. , 3- > 

R 233, ^a^»^ic:#^tci;oTii^r^'nfe.>< b*y%&t>tf}\ X33 


m R 3 3:a-M 


<0 ~tffi % C ~C, -7/1*33 


4:, 6 Mi •7;^-7V7^^;K 2 #n/F 6 ^^l^x-^k 2, S ;2 

^r*7x&/k 2. 0 :> ; 2, 6 :7F> <3, . ' ?F 3 

p ~ <i k - 1 ' ^ h ok 3 

I) K 3 ?'/k 3, 5 S/"/PX.lfy F 2 -<f/k 2, 3, 5, 6 

7.^*7ley f>k i p;l . 5. < jF'j t - I 
;k 3 , 5 •- 5? v U ?v 2 , 6 ■- p 7 ;l F •••• 4 { ;FXi± 2 . 6 

f ! i >. 

tf , C FI * >il ItFktF )i : OF >I H • KFCP 0 ; 

2r>\ v i 'u, > - < ^ 1 -v i * \ - 

^ * ' * > 7/b:i*Fl:l^k ft^m-ji^. $ 

Z, ' s ' i I ft F . . ^ -f* i ■ u « , : v 

R 8 22 2 /nA7x^?K 2, &.~-p-#tJfr~<*4-*± h^tfr^Wx 

^,;k 2, 6 -it* r-t^"?x::iF 4 •••• T ./ 2~t7;V*/t/7x^.;K 2. 

4, 6 FU7/MvF:?x~:/F, 2 * u/F 6 ^Wi/^&^k 2, 6 F J 

;^H'7x^.;F 2. 6 -■ W ?k? 2, G -■ F>ujb7; i; r~;k 3 

, 5 - # p ;f if y i* •••• 4 ok 3 •••• e y k ■■■■ 2 ■■■■ ok 3 £ d * -t? 

FF 3 f ;k 3, 5 yta/afO F 2--~iF?k 3., 5, 6 fH 

' I 4 3 5n 1 J ... 6 > a 

-f/k 3> 5 istnil 2, 6 F ;; 7.^:t/Fl20 F 4-*<J/Xfcfc'£, 6 

;> u ;F 1-2 2 F ■■■■ 3 -f / F ;& f; T 2:= 2) , 3. •)> 

2'%FFX^FF:F>BF3:FF#3: 2 oF22F322F2 2 • CF Y;ir 2 F:F ; r- F , ft* 

-o R 2 23 C ■ C * 2 2 a 7 no F- y-^^trrit^^vi;^^ tvr l 


r i f)K Qi&xitmmtc tmK & - xmm ■& ntt c ■ - c, 7kr?k >7kk- 

r . a h^x^mfrr?^ \k 

R t#, C : -C, -7?V:::^>\ e*~«CU 77nr4o^>7 C,-C* i>k 

u7/7kk7 . 1 n s x i ^ v ^ >. 

- ( \ i iW , ipo 

R 2 k, ^ixai^i!^: |;ik: 7 o tk» 7 kk / h -r- 7ki- kTk\ xk 
L s kx 

h 2 bK i * c I # < }k ; k.^ • - - 

R3S\ 2-7"nA7iZ?k 2, 6~~77D/P~~k ~~x h^^*;lt^/V7j. 
:£ : /k 2. 6 -kk hk7'7r.x.;k 4 — >>r/- 2 -:7 : /k*7V7 x ~/k k 

4 . 6 ~ h y x.x,<k 2 6 *.^./K :> , 6 -S* 

kkkkx-^k 2, 6 kk/Vtyi^xTkk 2, S y^n^7xx:.;k 3 

» 5 XXuklik F 4 X;7 3 

^K'^R 2 4?V, 2 ^p/I^W 3 X;k 3, 5 k7uX7k 

K 7 kk 2, 3. 5, 8 *r N 3 ~fMk If 'J F 4 Xk, 3 

■- 2 , 5 , (> r- 7 7 4k- X k 7 h v 4 X k > 3 , 5 k 7 □ k 2 , 6 7 

7/Mr/ieu F- ! x\X . . ^ k >k » ? l i| N ^ 

, , ^ v v\ - • \ < \ \ 7 ; w:t< • , 7kk: 

R 1 77 7XXXk7k i-7 >'k/k.- k 

R2k\ /k-y, 7k 7 N -fyfrXky. i'V7]-7 7 . yk.:A>77 


m 

R 1 if, 'J 7 A -t-i, / 

I;2s\ A p-f >\ 1 ^ ' : „ 5 v -f y 

fctfrX l- , fro 

OA I 

2, 6 ^il»T^7x^/K 4 YT/ 2 

4 . 6 - h » J ••••• /I t& 7i:i /i, 2 - ^ n ;V- 6 - / 
.^f-/^7xr:;K 2, 6 ^M^X-^jU, 2, 

U F 3~47k 3, 5 -V-fnL^j K - 2 

7>M-?iey S-^P/Iz-E, 5, 6 

•f /k 3 , 5 - U «/- 2 < 6 - ^/N7!/*rU 

C (J)|^t®^f.CfiL tf l) v : X5)H •••• >t- r Ki&C-r 


— </k 3, 5-~$^P>i/~2« 6~-v ; 7;U^;l/tfU M^Mii2 

••••• s- ; # a * if {) v - 3 f >i %.&trf 

is2 ( 2. 2 •••• h U ^styVX h ^%khU 


-f/k 3 


icchz. comm.., sa\ ■ 


mit-m 


i x ■■■■■■■■ c i yji: b 


2 / 12 9 6 


N 


. mis., rmmsm, mx$$> .mmnmm^^-oT. m® 

mmtic i • ; , Mtai%;c mmr % . t m * . , n% mrsmmx % - 1 

m r,, um < s \ * 


£Mi : n 

1 i . '- ^ - k 3 -- X b k mm m B . 0 g > M 1 


mm, mm. 'Mfh-zu^ 



11. M (3 a >-9m ■ " : F 4 
F hXXXyXT^ F 3tXl 7 8X) 


;[,;< i4:>w77 5 F (i;.F(l 3 4 W 

M. N- C3, 5~~ >^n;i ey K-4 -. 


!• 4 > 4 


XXG i 4 c x: 


16. N (3, 5 XFv.X 


; , : X / r 


. F (ia9 9.. 5 V) 


■A XXXXXF X 


■■ >' ■ -4>XT4 ]• (fc4 I 5 3T) 
6 f!^7M/H:UF--4 i 4 } \ 

- r U /;i,:f;i// r ) p J F h X X 3 


? i 4 4 1:) 

f 3 •••• 'f;V.) 4 ■■■■ $. ?% 7/kt;V^ >4'^-" 3-. $ 

4 >7;Vt;1 ,^ }• 3 h 4 ; - > 

f *&) ¥ 2 4 •••• pyA,*})/* \- 

M I 4 I X) 

i 2 , 6 v 7 if U F 4 4 M 4 ■■■■ 

5, 6 HJS7/V#;t>fcf'/F 4 -f>V) 4 

¥ 2 ■- -( ?¥) I " •. i ! 


m Mr H - I 20 A 

xxi o s } mm 7. i g : ixia " ox:, 

7»;X.2t, »&3@«^l& : 

3, 4 XX XXX^aX 7 VX X9X7X* (MM i 0 4.5V) 

3 X X HX^ rx y h 4 X27X9'X 3 9 7X22272311 (MM i 3 2 ' : €) 
3 ^ *. , - j 4 < * - v . - CM 12 5.5 

T;> 

* ^ ' > < ^ * 4 - > 5 ^ * i ,..X2 4 \ S 

1 1 8. 5X3 

3 X 9 X X 4 X : X - 2, X X , ^fl* I 2XX 1 5 7 X) 
i * • X -X- • ' 1 : ; 9 3 1: ; 


3 :3-7/l :r X 3 9 XX--- -1 2 9XX3cXfXt (2X2 1 7 8 X) 

3 i ' X 3 < ^ > : : ** V- : X ^ - I ^ 

4 -•\> X7l,X 3-- >•• ■■■■ 3 7'-/37:i ,'. 3 3. >--X23X-XX ; IX (XXX I 6 9 X) 

4 X 9XX 3 : 2 , n ^ . I 3 0 IX 

4 ' t- ' > n ^ 3 , ' * , < ' * . - X 4't S 5 0 
) 

e . ) ^ ^ * . 2 <k : -\: 7- r t > 

/toy X 2 0 0 g, Xv9 !• 9 XXX7> X :-- : 22, Xj 3 6 . 7 g , 5 0 
92X3X3 2 1 t;, \ \ • ' > ! 2} ? !f93X9X, 9i;;.,X 

XSW^-^-JloyWiX^i X X-2XXX23X l , 2<9739XXlxX-;i, X 2 LX 9XX::jl 


h4->" 3 "-;< h^^yX'7 x /!^-L 3 2 4 S g 3333337 3 Ltf§ 


3 *T A ? h*i/"- 4 5?:7/V*>M F *^>X7 f fr i fX. F m&4 

3 UPU :/p 3 ;l X 4 h^^XT^f-t K ®M 

4 > ? 7/3*/l--3 j-*7' 3 (2, 2, 2-----h i }y^jy^h^i/)<>X7 

;7rb K xtiili-ft • 

3, 4 : a - * * M KTA : ^ \ ! " 

3 1 i 7MA < -4 : *\ C I H ^ ! : J 

3 x f 4-^ 4 >>':?/kt/M h^>Xr« : F CMMtf) 

1 : ' > <: m > ; 3 .3 *?-a v /u r t 3 \ ? 1 * t h cm 

3 3 ; 7;W7kX h*3v 4 7 I-*^yX7^fk H Cit$4 1 T) 

\ \* - * * \ -\ 7" \ ; ?! < h4'-> \: X ^-fi'.F (I^s; 

2. .st:) 

4 7 r3y •. 773,33,7 377 ^>\T:. r 7 (31 73 

4 v7tr/ul£/l-7 3*7 ,3 P'7JV^ll^ h^P^>XTjh^ F Q$m 

7?i) 



i %^Xi:^v>')^M^-4 : i^¥^ . m^mmm. 


miicx&itm (■■■■■■■■mwM) u- . f©t©iit, 


ymitM, mm. %mz u&m 


^mnir i. zmmii, B mBB^BBjH : Xmm 7 B,B,. f777!7i77<7>K I i i . 


oology Series" 47 5 7:4 7 - 7 6. 1 9 9 2 : ni. CoHV.-y EG Cilara7 (fee 
ker\ Inc. New folk Basel Wonu >r ) 0 

it f f-n BBBincv- b >■ a 7 > ^ > ^ ^ rj-^i=^^«.!r ! ic=:>-^^f->. i-. ^jM^^'^a:. vuch 

^nBrB^nmBmBBByBBBBrBBiBm, P D t lPBBm~B B B-'rBB^ 

Brm.\m, mmnm?;A m f iisto Mf^r/--- 7. ^orsinra^^ft^m 

7f7:t7t7-:>7, 77-T7 ^7;-i7i..7: BWiBZJ-B P D E IV ffifii;, :^7Mf7 

7)^fjij7)7:7)7)f|?7;7-7^7^ c j; u-- s hv=v MA, Couhi txixmyw-sd«;?.iw y> 


"(I i - L7 IOS'n 


el. sL, hi? Innnce of on derive pdsphod lesi nra-a ids lb- torn on 'buian r 

eiuvrophd Urn*-; i-ir- and dvds 3; and , * " >!> n Schniedebfirp / 

di Pharmacol 3 d 4 : 6 8 ;.: 6 9 0. 19 91: Nelson CP , a!.. 


9 0 ; dcbadr ca. ad,., Thr apan i 9: iypd U find IV p9ospbd knn I 
bltor ?anfev^onn suppress Osnsa; son of Um-or necrosis factor by sunn 
ap-ns. Em npoan journal of 135arnaoniogy 2 3 0 : 9 ■ I d. 1 9 9 3 ) ., 
d ^ 

333o333d, Baard9y>ddadnn0 d300 • - : T39ic 3< , r tdlWiMi&' 


dddO 9-; d. 0 3v b ' 3 -7 3d '^3 d, -par d^-ar- banrrbs (t~- 


j;dd ■•' ^ 1 '3 ddd ad 


Ifdn, dddddoo dod-i 


\t ddp: on ^ ooo- ' 0 ridldddd , ddd I 


1 fi 


J S. 84 

2 8. 4 2 

3 8. ?4 
5 9. I * 


pmMm 3 L 3 ,. 333;333333:333.3\ Mmr. 3' 3333 ; f ;3M33;3t3 . 


-333c3>f3:M»^ 

;i33333m43, 3333,3 P..AJ)uison c-;t. a!.. < Am JfevJtes^ir J5is,, 137 
4 8, 1 98 8 \'X\U % larayn ot aL Cj . Pai mwi i i , k 1 
1 9 9 0) MD^O^Uise et a 3 (k\.e%*. Urigenkrkh. , I 1, 3 2 4, 1 

mm mm i 

mm T Ufrtf- 3; 333 . H : 3 13 Iiy © 3333:: 3; T 33333 m~. 3 3; i33i333 


3313333 : 333333333333.. 33t?3 
.. . : , 


ft t. in t 9.* ifc & H i + 

*, * © $ IS 3 3 14 

IS IP § #1 fe 1 § 2 8 

& 8 it 3* CX 10 s / 1.0ml) 

* m l.i(i) 9.HC4.5) ISU.U 
ft ^ - # * 1.1 Z . 8 1.0 -• 21 , 4 1 •.. § 4, 2 

IF *f* «C H # « ( x 10 s / ! 0 » O 

* !3j 9. 04 CO 0.44(11) 0. 0 (0) 

m tb ~ ft * .o o i — d . i s. a i ~ i . i 0, fi.~ 0 . m 
<p m 0.8(13 5. aO.3) i.2(ls) 

ft # ft -k 9. 4 - i.J (L 3 - II, 5 0, 6 - 2. 3 


$ m 
m « ± 


$ a 7 r „ & ( x 1 0 * / 1 0 » f ) 

l. 5(U B, U2< 1) 1.2(0.8) 
Q , 8 -■ 2.3 0.7 -• g . 2 0.0 2 , 3 





/KISS 








" \ 








is? ssgs ; ; ; ~ p?ss „?, 1 i «s? S 




1-25 





j ^ t&ts. a 



mmthi. ABSTRACTS, vol. 10** 80. 15 > 
JS\ 

"V S y !"- i d y 1 -4~ ; i t>; ?' i.y Is ■>'■>■') * ?- a S i S.S S S J 





f> t X 




\ v \ \ n a. ! s 



\ ? m t s \ ail, .\. OY; clsiSS 






t:>V: T H ■■■ ::■ \ .2 0 4 ] 




pooo^? ; 

4/03169 


! 

r 


DE~A~ 330S33S 

■3-03-30 

w w v ^ 3S"SS~S3 

ft 1 

it * 
JP»t- » 

SI 

0W3 
0< , 
*.t*2? 

ssrs 

O0.~0s~03 
38- 13 -S3 

8 

3S-3S-3A 


w;>a~ 031030? 
oo-o- csxiyoo 

3 3 -00 


AU~A- W/'OOO 

b m 

33-U--8S 
3S» OS- 33 

1 






a:^- 43470SS 
y*K*~ 330080.? 








